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5)- s Pi o in ^ #6 {c o o -^ntci^iK y >/^°Jt3^M3»^co 
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J: o r. ') >^<^&!tRm (B-ALL ) . Mtt B <) >^<^ 

&Mm (B-CLL ) , pre-B 'j >^n°®, Burkitt U >^<M. iitBatt U 

u >/^°tteJ^E^ (T-ALL ) . littT 'j (t-cll ) . ^ 

ATfflSSaito^ (ATL ) . #ATL *+8ttT U > ^<m (PNTL) ^ 5)" 

s^n-s (Ei^?Bim c^j ■> u -XNo. 17 BiSsim • >; >/<s. 
i^i. MEDICAL viEwtt, 1987. BaaiisM*. m^m. mn^fs. 19 

91) o 

^&!Mm (ALL ) O7^-ii>^(±20%J^TT=* 5 o tfz. 'j 

J; «9 it?&tt-c^* ^ . ■/tmmu^3o%^ i&ATmm&Mm cat 
-yf. Goto. T. t> {±. h h nmmmm'^^ ^ x{c^^LT?it>n 

fc^- y CJ -^yUtJtf^ (taHMl. 24tit#:) ^«^LTV>^ (Blood (1 
994) 84. 1922-1930) o t h # ftiMiiffl flS ^ ^ tt L T X ;r Irt HMl . 
24tn:i!t:^S^t- S i . Z (Difii^ijimmmmiZ^m^ izMm L tz C i 
(^M5KlB^t>. B^lcei^ ( 1995)53. 627-635);6^ . irC HMl . 241/C i^'ti 

Biological response modifiers; BRM) {± ^ O fllli f tt 
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nx^^i, (^B(Di^mm ( i 9 9 5 ^is) . mm^r^mm. -^^m 
IE (tt) miLm. 1 9 9 5^6.^2 oB^i 7 mf^ 3 m^'{7) <> 

^ «D M ^ 



*feB«#«^{±. *-*^5y&i!j|fS^ii«^'s: < , titHMl. 24it^*: (Goto 
, T. t> Blood (1994) 84. 1922-1930) i JCC ^ ^ SS^J i O # ffl 

i:^^izmi^mmm^jf)<ts^T lx\.^ ?>m^izm-^fi u'^^u^fflia^* 
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:^mmiit tz. ^t^!t'.^mmmA<. -rv^-^xo^. ok4 3 

2. U >f--t > ^ V — y ^ >^ '^X^^V, ^'bX^>. N-C 
WS.5''<$y-yb. G-CSF, IL-2. IL-10. IL- 

1 2X(ii L-1 5 TSbi. ±ii(Di^mm^m^i^m^ ^ o 

*%B^iit/c. lai*75<. E/Tit*<5 0 (73 ^ T A D C C ^ 

*^B^(itfc, ADCCStt^Cr C^'pA) 'J 'J - X T y-tr 
*^B§{i*/i. ex vivo T^ffl^ns. _hIBcD ^"n*^ leig© 

* ^ fi $ , i£ ?ij s 5 !c $ n T i y K le ?ij ^ w -s s 
^^Ift^J^M?. file's U >^'«^?^S«cD?^ieSJ^Ji^^-So 

+^jfilS*^lia^ffl /clt^, h N M^btaHMl. 2451 ^* (iRPM 1 8226*183 

Il3{ii7x^^-iisffl)}ai LT'tMM.i>#;^a-b-'r iJ' n 7 ^ x-7 
K?&llt^©T7xb-->XL/-ciffi(IS^ffll>^ii^. thSi^btit 
HMl. 24$t*J:{iRPMI8226*ffl!fa(-*f L T *ffl SSil ^ ^ "T C i ^^"T 
r 5 7 * .5 o 
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1. 24in;iisas^HMi. 2mm'S:^m.^ ^mm'^mitifimt Lxmrn 

^ >; - ^ > ^^Hfefc ^y^'n-:H ^'b tU: in: il ^ *B ^ X u - 

^ > ^''-r ^ d i {C J; o Tf^Si-e # -So 

LTJi. b h^%tt»MMifiSattT;* ^KPMM2 ( ^fi 7 -236475) 
^KPC-32 (Goto, T. et al.. Jpn. J. Clin. Hematol. (1991) 32. 
1400 ) ^ffl S C i *<-<^ ^ 5o itz. i^fFiit/^ i LrK?ij#-ti 

■t ?>j:.\i h - zf^^V^zr =f- K * {i 4? 'J ^ K^i^ffl t" -5 C i 

?'J^W^SMeSOcDNA«pUC19 ^ - ®XbalW»fg|5fi:©Fa1{r|f 

A^tlT^ KpRS38-pUC19 <!: L T IS Si! $ tl T U -5 o C © :/ 

5X5 KpRS38-pUC19 ^^Vi^mm (B. coli) ti . (1993 
^) 10^5 B{^TX||6^if|5^^^X^X||S^i5W5£BFriC. Escheric 
hia coli DH5a (pRS38-pUC19 ) iLT. Sb€#-^FERM BP-4434i 

#P,) o C07*5Xi KpRS38-pUC19 ^ * n -5 cDNAWf )t ^ ffl T 
itfe^X^fi^^jSfCct^. titHMl. 24t;T:f**<IS^-r j:- b° h - ^ 
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{±x iSTi-iSI^-r -5 C i {C J; *3 <f ^:>tl-So 

/SfFlai^^PBS (Phosphate-Buffered Saline ) ^ 

V ^< > h . X. (s\ 7 n > h ^ ^ T A > h ^ ii a ?a ^ L . 

?L{1:^. D«?L»'ai-4-21Be!i3^lHia:^-t--5.©*<»^ Lt^o * /-c. 

n--7i!fflflS{i. feir. ^;^^©«>^rO«fflBa!ft^ ■p>Jx.{i\ P3X63Ag8. 6 
53 (J. Immnol. (1979) 123: 1548-1550) , P3X63Ag8U. 1 (Curren 
t Topics in Microbiology and Immunology (1978) 81: 1-7) , NS 
-I (Kohler. C. and Milstein, C. Eur. J. Immunol. (1976) 6: 5 
11-519) . MPC-11 (Margulies. D. H. et al. . Cell (1976) 8: 40 
5-415 ) . SP2/0 (Shulman, M. et al. . Nature (1978) 276: 269 
-270) , FO (de St. Groth, S. F. et al.. J. Immunol. Methods 
(1980) 35: 1-21 ) , S194 (Trowbridge. I. S. J. Exp. Med. (19 
78) 148: 313-323) , R210 (Galfre. G. et al.. Nature (1979) 2 
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77: 131-133 ) # *< it Si ffi ffl $ tL o 

fzt^ii. i X r- 4 > i (DyoU (Uhler. G. and Mil stein. 
C, Methods Enzymol. (1981) 73: 3-46 ) m m C X u o Z. t ^< 

, .f, U jn f- P > ^ U =7 - ( PEG ) . Hr > ^ '^7 >f X ( HVJ ) ^ 
^<^m $ ^{CrJtSJC J: 0 i6 ic ^ 5^ X 71/ 

*ffl as t ^ i a - V ffl Sa i ® M ffl fiJ ^ (i . X. «\ i i a - V 
ffl)}a!^*tL.T^i^ffl)lfe^l-10<&i^^cD*<4fS Ll^o Mieffltawia 

»ig^,£RPMI1640i$*f«. MBM -?-©flfe. ^ O SI CD «a US J$ * 

PCS ) m(DMmmm'S:mm-t ^ :i t i>o 

. MlOOO-6000 aScOPEG '^^SE^il^. 30-60 % (w/v ) 

^m^^^y) K-v{i. ji?|tcDiillf^^«?g. f?>|;i(i\ HAT igUfK 
6<3 <}: -r -5 ^ U K-Tlim®fflSa ( # Sfl ^ US ) ?E jfS O 
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^ > i?' *5 <fc O' ^ — a - — > ^'^^nioti ^ o 

SflfeiC. t b 'J > '-fi^^ in vitro-eHMl. 24^mt fz (iHMl. 245ill% 
^iSBSST'iSfF L. JSfF U >y<n^ t h ^ ^n- ;t {±'U266 
i lik^ $ -It. HMl. 2A^m t fz CiHMl. 24ttlS ^^*ffl ® ^ ^ /Stt ^ 
Wr-S^MCt h tn:<*^?f -5 C <!: fc-^f i 5. (#^¥ 1-59878 

0 $ (C. t h tn:f*:ift{E^^® b/N-- h ij -^W^^ b ^ > X >^ - 
■y ^ i&il^irStlg (h -5HM1. 24!a:I1 t {iHMl. 24in:Il ^iffl US ^ S 

ihm'JiM^^^^i 93-12227, WO 92-03918. WO 94-02602, WO 94-255 
85. WO 96-34096, WO 96-33735#M) o 

ft^*:W{Ci±. ttHMl. 24tt{*:]^^^W 7' 'j K-^©fFSJ!(i. Goto. 
l.h>(D^it: (Blood (1994) 84. 1922-1930) ic J; «9 -9 C i ^ 

1 #3 -^) ^fi£7 ^9 ^14B (rFERM BP-5233i L T 7" ^ X h 
^*ij{rS-^"§SRS5^K$ tl^ctaHM1.24tt<*:^i^W ^ U K - ^ ^ BA 
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1 0 % 't? •> fl^ Jill ;® . 5 % BM-Condimed HI (Boehring 
er Mannheim m) a" W RPM 1 1 640%ite . -'^ -f ^ 'J K-vSFM Igife (CI 
BCO-BRL ^) > PFHM-II ±gife (GIBCO-BRL ) ^ T ig * L . ^<D^ 

1-2. m^^Mtt**^ 

^ffl 6 C i tIj^T- # -5 (^J;t{i\ Carl, A. K. Borrebaeck. James. 
W. Larrick, THERAPEUTIC MONOCLONAL ANTIBODIES, Published in 
the United Kingdom by MACMILLAN PUBLISHERS LTD. 1990 #M) 



W(Dn^ (V ) miiL^^- F-r -SmRNA^ mm -r o mRNAtD#ill(i, 
<ik^<0-l5ik. — 'J ymm.ib'A (Chirgwin, J. M. i> . 

Biochemistry (1979) 18. 5294-5299 ) . AGPC^i (Chmczynski, P. 

(1987) 162. 156-159 ) l?(Cj;<9^RNA ^ S? L ^ mRNA Purif 
ication Kit (Pharmacia SS!) ^ ^ Ig ffl L T mRNA^ IS "T ^ o * 
^ QuickPrep mRNA Purification Kit (Pharmacia ^) ^fflt^-SCl 

ft lin/cmRNA7:)^ '^i3*fe¥»5^^ffll->T$ti4^V ^S«® cDNA^^^I- 
€>o cDNA©^fi£{±, AMV Reverse Transcriptase First-strand cDN 
A Synthesis Kit ^^^ffl^,^T^TO C ti)<-Q^ -So * fz. cDNAO^fife 
*J J: a'li*i^<T -5 {i5' -AmpI i FINDER RACE Kit (Clontech^) 
fcckO'PCR ^ffl /-cS* -RACE )4 (Frohman. M. A. Proc. Natl 
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Acad. Sci. USA (1988) 85. 8998-9002 ;Belyavsky. A. > Nu 
cleic Acids Res. (1989) 17. 2919-2932 ) ^ ^ ffl "T - i 7? ^ 

-5. m^tifzPCR ^> s w 1 1- ^ DNA mn^mmt. ^^9- 

in:<*C fli^cDDNA <£• ^ t; % ^ ^ ^ - ^ ffi ^ ^ t" I, ^ o 



1-3. gfe^titf* 

imeric) Jti*. b hMit (Humanized ) 51^* f ^ ^ ffl T § o C 

^fPtliSS'ij^S^EP 125023 . HEgl'^fFtB^'ijr^#^WO 96-02576 
#M) o C <D|5E^c7):^a^ffl l-^T. *f|BJ {^Wffl + ^ ^ t^t^*'^^* 
S C i T' t S o 
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^W-r-S^MKli. ^ Escherichia col i DH5a ( pUC19- 1. 24L-"g 
/c) fcJ:a'Escherichia coll DH5a (pUC19-1.24H-gr 1) iLT 

. i:m&.m^^^i:^j:.mmmm^m (^fegm^ < jim^i t@i 

#3 (w. ^fi£8 ( 1996) ^8 29 B ir , =§- ^ FERMBP-5646 J: 

J/FERM BP-5644 i LTT'^'^X h ic » o § S ^ $ tl T ^ 
(a|Sgl#^l±iMi:fP^#^W098-14580#M) o 
b h S^flf^ (reshaped) h h 1n.t^ t h W tl . t h 

Kii^cDmflW}^. tz t ^ifii^(Dmm^-^^il^ (CDR; com 

plementar i ty determining region ) h Jri'tl^O^B ti'tt^^M® 

V^-S (g)^«i#fF tBil^r?g#-^EP 125023 . H |^ # fF tH 1^ ^ r?fl # WO 
96-02576 #M) o 

flfrfi^JCJi. X!Jti4:®CDR it h tJt^*© 7 b - A -7 - 

(frameworlt region; FR) ^ ^ ^> i ^ It L /c DNA ETiJ^^ 

iA^T. C n<&^±{c#A L^^$ -tirS C i i:: ct i9 # i^ti^ (Stili 
#fFte^^i:jrjfl#-^EP 239400 . Hl^t^f^ bBSlilJ 53#-^WO 96-02576 

#M) o 

CDR ^/^LTilM$n^.h^^^[^*®FR«. 

(Sato. K. et al.. Cancer Res. (1993) 53. 851-856) o 
m^li. k h MfttrCHMl. 24ia^4^cDL M a v g >fcckO'H Br 
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/<- v= 3 V X i ^^-t ?>±mmit-^ ^^Escherichia 

coll DH5a (pUC19-RVLa-AHM-gk ) J: O' Escher i ch i a coll DH5a 

(pUC19-RVHr-AHM- grl) iLT. X H S ^ 1^ ^ ^ X ^ X * ^ ^rI 
W^fi)T (?S?fc!t!*-^ < {i'rfJmi TBI S3 ^) iC. ¥fiJc8 ( 1996) ^ 
8 ^29B{C. #*FERM BP-5645fc cfc O' PERM BP-5643 <!: L T ^ ^ X 

4580# M ) o ttz. H Ms ^< - 3 > ^ ^ tr 5 X i K ^ W S 
PiKi. Escherichia coli DH5a ( pUC19-RVHs-AHM- grl) iL 

1 #3 ^) tc. W-f&9 ( 1997) ^9 ^29B{C. &FERM BP-6127iL 

h h MitStHMl. 24in:i*® L Ma 3 > . t h M^ttrCHMl. 24trL 

i^CDH II r 3 >s b h M^tKHMl. 24trL^©H Ms 

3 >(D^^ (D\ MiSOT i y ssaD-'^Sffi^ij^^ ae^ijs-^ 2 . 3 r 

a' 4 {C^-^o ge?iJ#-^2 . 3RJ>*4irfcOT. -1 5fi[CDT^yS? 
ii^ih- I & <DT i y K (i •> :^ -'Wae?'] T' *> S o 

1. Cr2, Cr3. Cy4^<£ffl-r'SC<i:*<T§So cnt>®9 

#(ccri. c r ^ 'S:'^-mn.i^*^^tit.immm*fs^s 

t)-^. ADCCStt. CDC /gtt^WL. 2t:^H^ (cfiFig (ciSffl $ n S o" 

S3fe©c t S M'fhiti^ti t h J£l o ui ?L »; ^ Efe * In: 

i*:©*atitt^^^ii|c<tt h titf!*:**® -7 u - A 9 - ^ligt ( frame* 
ork region: FR) tecfcl>'C ^ 1^ *^ ^i: 0 > t H *J «t S tit Ji 



1 3 



wo 99/18997 PCT/JP98rt)4645 

80#M) o 

1-4. m^i3^v^m± 

human cytomegalovirus immediate early promoter/enhancer ) 

^ «f ^ ^ i -e ^ § o 

X, TT^y-^'f/PX. •> = T>"!7'f>'l'X40(SV40) ^O-^^yUX 

a (HEFla) t£ f (Dm%mmm^^(D Zf a ^ ^ > > - 

^Jx.{i\ SV 40 -7° a * - ^ - > > i^- - ^^ffl -r -5. it^x Mu 
lligan^>cD:^S (Nature (1979) 277. 108) . ttz. HEFlaT'o* 
- ^ — > > -tt — ffl -5 Mizushima ^(Djj/t (fTucl 

eic Acids Res. (1990) 18. 5322) {C il£ x. {i' M ^ Sfe "T 5 - i 

(D iy iTi-junin. -It Sin: i* it t^fi^JJCSsg^ $ -tirT^^ 

$ -fr -5 C <!:7&<T^ -So ^^{i'7"D^- iJ' - i LTtis lacZT'o^-- 
araB^ n ^ -^^{f -2, C <h*<-e § 5.0 1 acZ >^ o * - iS' - 
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Wardt>CD:^}* (Nature (1098) 341. 544-546 ; FA 
SEB J. (1992) 6. 2422-2427) . araBy a ^ - ^ - ^ ^ ffl ^ 
. Better (Science (1988) 240, 1041-1043 ) (Ci^X-ti'd: 

ifii^'^m CD fi is^ (D ■> ^' i- ji^mn t L T i± . ±mmcD^ V -f ^ X 

{C^^$ -ti- -Sii^. pelB-> ^'^yl/Se^iJ (Lei. S. P. et al J. Bact 
eriol. (1987) 169, 4379 ) ^ ^ ffl f tl ti' <fc o ^ 'J :/ 7 X A ^ 
nfz5t**:^^8l L /c^. tfLi^(Dmm.=S:mmiZ ^) y ^ - JU h' (re 
fold) LTis^ffl-r-S (^J^(±\ W096-30394^#M) o 

LT(i. SV 40 . ^f^ ^ - ^ ^ ^ Jl^ X ^ 7 ^ J ^ )V 
X. •t7->^>°fD-vi'-f>'UX (BPV ) 

■^r" (APH ) jgfe^ . ^ > + i- - -t?- (TK) ite^. + > 

^ > T — > X 'J ■> h -5 > X 7 i 5 — -t?" (Ecogpt) ilfe^ 
. V? h Kn||^«5cS5#^ (dhfr) it{5^ ^ ^ # t; C <h T ^ § o 

^Ci>6<-r#5o tfti^Mii® ^cJ6©^^^«. in v i tro:fe J: t/ i n v 
ivo ©]ffi^l^*<*So in vitroolfe^?^ i LTfi, ^^fflBS^iSffl 

i>m±^.t<$>=Bo m^mmt Lxii. (o m^mmm. m^n^ ch 

0, cos, ~ jud-v. BHK (baby hamster kidney ) , HeLa, Vero 

, (2) m^mmm. m^i^. ry <) ti-y / ffj^jimnmm. 

(±(3) SilifflSS^ m^li. sf9. sf21, Tn54- i-A<»] ^, tlT(.^ ^ o 
i^SIBSiLTti. ^riT^^T:*- ( N i co t i ana))S x $?t| x. - n T 
' ^^<tiL. (Nicotiana tabacum) S * O ffl ^ tl T ^9 > C 
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-y /7 P i -fe X ( Saccharomyces ) M ^ {i' y :^ p i -Ir X • -tr U 
t" •> i (Saccharomyces serevisiae) . t^'^M. T X ^ 

4^yUX (Aspergillus ) m ^ T X ^ X ^ X - — i]' - (Aspe 
rgillus niger ) i" ^ ^> tl T ■> o 

mmtLTit. :kmm (e. coh ) . "^nn^-So 

, Mn^^^ntzmm^in vitroTlS«-r S c: i J; (9 5ti*?&M# 
nSo i^^O:^^£^r^i(£^,>^T■5 o :©SfS<!:LT. DM 

EM. MEM. RPMI1640 , 1 MDM/X i" ^ ^ ffl -5 C i T § . 4^fl^]^lfll?ft 

(PCS ) mcDMmmm^^m-t ?> ^ t i:^^:-^ ttz. in.i^i&&T- 
^mALtzmm'^m^cDmmm^^^ :i tizjiK) . m vivo tcrst 

in vivo i LTti. ^ ^ ffl ^ 5 ^ 

ffll^SCi*<T*-S (Vicki Glaser. SPECTRUM Biotechnology Appl 
ication. 1993) o tfz. S*tLT(i. :^ -< n ^ffl l,^ CI > § 

-So 
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iH to $ ii- ^ /c i6 . ii l[ .-fwu t > ^ h 9 y J. - -J r 4=' ;c ^ ffl 

LTt>=i:l> (Ebert. K. M. et al., Bio/Technology (1994 ) 12. 69 
9-702 ) o 

^li-S (Susumu. M.et al. , Nature(1985)315. 592-594) o $ tc 

^JX.{fpM0N5 3 0(C#AL. Z.(D^9 9- ^T9'u^<'7T-^'y 
A-'yy7r->i>X (Agrobacterium tuinefaciens)CDJ;9''<i''^;^ 

9 '^fj 1^ (Nicotiana tabacum) $ -tt ^ 2^ rJ' ^< =i © H cfc 0 bIt ffl 

04n:i*^?iS (Julian. K. -C. Ma et al.. Bur. J. Immuno I. ( 1994)24 
, 131-138)o 

JiiEO J: o in vi trot (i in vivo © ^^1^ ic T tii*: ^ ^ ± 

!a^*m^a (H |g) (L lA) ^3- K-ToDNA ^ 

L. *)Sl>{SH IIfcJ;C>'L li^3-K t--S.DNA ^^-®M^'<^'i5' 

- c: «a <^>- iA ^ -r s ?g±^BSte^$-ti-T t cto immmt^^w^'2^f^ 

#-tWO 94-1 1 523 #M) „ 

± CD J; 9 (C ?# tl {± . 'J jn ^ b > ij n - ( PBG ) 

$tiSo Z CD ^ o Uin.i^mmm^m izii^ i^titztfii^^izitmi^ 
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2-1. ta^^o^si. mm 

gls mMli. 7 y ^ - ^ - -^7 a -7 \- ^' ^ y ^ - iz J:: ^ n o Z. t 
^€>o yy^— 7->(-i'ti^hy-yy^-izm^'?)tt^j*tL-c(,i 

ni.o ^Df-^^A 7^7-5A{cffll>-z,ffli^<tLT. Hyper D, 

POROS, Sepharose Y . ? . mt<^ ^ tli> o 

ffl -rn {tf J: < . fsr ^> 18 ^ $ tL ^ t, ® T (i ^j: I ^ c X. (s\ ± le T -7 ^ 
is^jfltii. :^iff. is*f ^^iiSiigiR. *E ^ ^ n {i\ *^Bj 

2-2. in:«i:OSj£iiJ^ 

2-1 ^>nfciT:<*:®?eigaiJ^(±iR7fe^©a'J^* /-c {iBLISA ^{C 

L /c^. 280 nni©©i7fel^^?SiJS L . 1 mg/ml * 1. 35 OD t L T 
»m^-5o ^ /c. EL ISA J: -5ii^{iJ£(T© J; o iCjBfJ^f C 
•^^-So ■r^j:*?-^. 0. lMfi[j^S!iS«fg^ (pH9. 6 ) T-1 /zg/nil(C#f? 
Lfci'^^tithlgG (BIO SOURCES) 100 1 ^96:?%:^ \y - V (Nu 

•So 
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^W^^tJ^ >-f * -5 tWi^S, i L T t h IgG (CAPPELSS) 10 
. SOOOfe^f? L T 7^7 U -7 * X -7 r rJ' - -tr'^atrC t H IgG (BIO 

sources;!) 100 PL\ *itax.> ^^icx i i^fei^ v^^^^- h-r -So 

25fe#^. SS?§feE^jtjnx.-r>^:i^-i>3>cD^. MICROPLATE REA 
DER Model 3550 (Bio-Rad ^) ^ffll^T405nIn T O ?S 1^ S'J * L 

3. PCM mm 

iLmm.WtLX. T iflSStt * ^ RPMl 8402 (ATCC CRL-1995 ) . 

tittu >^<^j*ttaifii^*5feccRF-cEM (ATCC ccL 119) . .mtt > 

^^°ttaI^II^S*HPB-ALL (FCCH1018) . T U > ^<tt 4 *HPB-MLT ( 
FCCH1019) . >^^'ttei(E?^**JM (FCCH1023) . .%14U y ^< 

#^ttaifll^4*M0LT-4 (ATCC CRL 1582 ) . 'J ^/^ttfilfilJ^ 

4*Jurkat (FCCH1024) . U > 6 iM^ 4 *CCRF-HSB-2 

(ATCC CCL 120.1) . ^AT ^flS 6 Jllli^ S *MT-1 (FCCH1043) . U 
h U >^<tta3feKT-3 (ShiBiizu, S.etal.. Blood ( 1988)71, 
196-203) i"^. 

I^fz. B*ffl9Stti LTEB-^ ^ yl-Xff^gtet^iBlSCBSS (ATCC TIB 1 
90) . 1%^ ^ ;UX|1#B ^SBSaSKW 6. 4 (ATCC TIB 215) . B 'J 
SE&*MC116 (ATCC CRL 1649 ) . # 'J > ^ ^ 6 ifa ^ 4 * CC 
RF-SB (ATCC CCL 120) . ,% Wti^ fi llEJ^H # 4 * B ^SSRPMI 6 
410 (FCCH6047) . Burkitt 'J >/<®4*Daudi (ATCC CCL 213) 
. Burkitt >; >^<M4Jl^EB-3 (ATCC CCL 85 ) . Burkitt U y^^lffi 
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i^Jijoye (ATCC CCL 87 ) . Burkitt 'J > ^-^M S ^15: Ra j i CATCC C 
CL 86 ) /ii'^. $ '?>(C#^T^^Bi|ifflga«ci LT.^>tt#ffi14ejlEW* 
*HL-60 (ATCC CCL 240) . ll 14 # ^ ^4 KQ S * THP- 1 (ATCC T 
IB 202) , mmm^') >^<Mli*U-937 (ATCC CRL 1593 ) . «tt 
Jfll^i*K^562 (ATCC CCL 243) . #MMS5|5R PM I 8 
2 2 6 (ATCC CCL 155) . |h) U 2 6 6 B1 (ATCC TIB 196) . |n] K P 
MM2. I^KPC-3 2. ff^gaeliaM**ARH-7 7 (ATCC CRL 

1621 ) tj: t'^^m^^ ?> z ti}<-e^ 

±sEmim^PBS(-)-C^i^ Ltz'^. FACS M*fS (2 %'t' >fl^Mjfil 
0. 05%T •:^'fl:-:^ h V -^^ A^WPBS(-)) "Z? 25 g/ml ^f? L St 
i*:* -5 l,> «± 3 > h n - 7UiJt#: 100^1 ^jja^. ?K 305?- ^ > + :i 
'<-h^'5o FACSMSJ?$T^^ L fc^. 25 /i g/ml © F ITC:^ 1^ ^" tnl 
-r^Xifii^ (GAM, Becton Dickinson $1!) 100 I ^i[jDX.. ^Kiaib 
30^FH^-r > + ^^ - ?>o FACSi^»?S-e^/^ L^cM. 600 u\ * 
4l^{il ml©FACSjg»?£<c!l® L . FACScan (Becton Dickinson^ 

4. m^mm^^ 

4-1. ADCC?£ttoaiJ^ 

*ieBfl{cfi6ffl $ ns!n:#:(i. aaiia^s/gtt t lt. m^i^. ad 

C C Stt<£-#t-'5>Sii*:-eafe So 

*%B^{CfcC>T y >^^•^I^M^iC>P^^-2,ADCC^gtt(±. J: ^ 

L TSiJ^^ 5, C i 7i<-^ ^ o t-r\ h h <7)5fe^^]fll^#«l=t J±S;g 
/|l^^-e^^^5^ilt L. ^ ^ -mm. (Effector cell:E)iLT 

ttz^ m^^mM (Target cell :T) i L T (iRPMI8226(ATCC CCL 15 
5). CCRF-CEM (ATCC CCL 119) . (ATCC CCL 120.1) . HPB-MLT ( 
FCCH1019) . EB-3 (ATCC CCL 85 ) . MC116 (ATCC CRL 1649 ) . 
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CCRF-SB (ATCC CCL 120) . K-562 (ATCC CCL 243) nJi'^^'CrC 
-5 C i § «Bfla«$/Stt (%) {±, (A-C ) / (B-C ) X 

100 t?n-ai[-r -s c i § 5 o ncfc. A \z.%5\^-zm.m 
$n/^jjcit^gtt (cpm ) . B (iNP-40 \z^^mm.^tifzWL^m'&^ ( 

cpm ) . C (iin:(*^^S nfcjjcl^^gtt (cpm 

) tr* S o 

4-2. Iffliia^SSttOit^ 

iit^^S^^IilS ( C ^^) iLTCr. #{cCrl . Cr3 -^ffiffl^ 

^> iFfit-r -5 C i J; 0 . J: «9 /aADCC^^. *^l>{iCDC Stt 

^J^{±\ T ^ y eeg^tCcfc S IgG ©IgM >J •^-■ft (Smith, R 

. I. F. 6 Morrison. S. L. BI0/TECHN0L0GY(1994) 12. 683-688) 
. T i y lectin ('J: -5 IgG ©IgM i^d? v-'fk (smith. R. I. F". 
et al. . J. Immunology (1995) 154, 2226-2236 ) . L Ift ^ =3 - 
K-r Silfe^cDitt^iJiiSg-e©^^ (Shuford, W. et al.. Science 
(1991) 252. 724-727 ) . T \ J WiW^^Z X. h \gZ (DZ.mi^it (Ca 
ron. P. C. et al.. J. Bxp. Med. (1992) 176. 1191-1195, Shape 
s, B. , J. Immunology (1992) 148. 2918-2922) . -ft ^ fit ct 4 
IgG (D-mt^it (Wolff. E. A. et al.. Cancer Res. (1993) 53, 
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2560-2565 ) . H ZJ^ irii^ b: > 'J mi$.(D T i / i> ^ y ^ 

^ ^ — ^t%.(O^K (Norderhaug, L. et al.. Bur. J. Immunol. "(1 
991) 21, 2379-2384) *<^{t'^n5o C tl fi . 7' ^ ^ "7 - ^ ffl 

5. 'f^mtit^ 

i ;6< . ft iiE © ^ Sfg <?IJ fc IE *fe -r -5 i «9 . m ^ U fz o r ^ S 
C i ^ ,m I* f ^ o 

^^^fi^irii. E/Titd^'S 0£D^#T-^ADCCjgtt;6<2 5%^ 

*<ig;TL/-cl!^{cm(-^tli$tiSo ±ieADC C S ^ SiJ^ "T o ISI 

A D C C?gtt©S'J^:^?*i LTti. Cr ( n A ) 'J >j - X 

T -y -tr ^ i (i h 'J ^< > i; S ^fe:^^£75<iT ^ L <.^o 

Biological Response Modi f ier){i, ^feSBt^§f^ffl ^ 'KoK'e 
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•7xD>. OK4 3 2. U'>^^>, V — -J -i ^ y ^ '^Xi?^^^ 
^'bX^y. N-CWS. 5/<i'/->'l/. G-CSF. IL-2. 
IL-10, IL-12X{iIL-15-e*5 B Oy^jSm ( 1 
9 9 5 ^Kg) . i®l=#7K^^§. S*BaiE. (») ma^. 19 9 5 

^f6^ 2 oB^i 1 m^n ; ^ ^ h^-i'>9 4 -mMt-^m 

fftflRtT-. (^) B*E^^lt. 1 9 9 4 ^7^ 

1 4BI|-)lg:lII5£egf^ [S] vU-XNo. 1 9 (Progress in 

Cancer CI inics) . i (ff )K ) . ^ /7 vl/ t" - ^± . 1 9 9 

3^8^3 \B%2^ (ff)E) HfT) o i<{cl L 

- 2 A<Jif * L C^o 

l-^TJi — Hfco g^^Jfil KgifcOO. 01 iDg *M?,100 mg© $5 ffl T 
tl-So * -5 IWi. ,e,#4) 0 1 - 1000 mg . iff t L < (i 5 ~ 50 mg 

o§{*:it 1 kg*;^c<9 I ^te^M^i, 000. 000 {4 © $B H T iM (f tl -S o 
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tfz. mifci^ tmmiziSi^-t ^ z. t hx^ ^ 

t h (ommB^lziSi-^-t ^(D^tAi i^-r^ ex vivo o:>■^^miz hi^m^ 

^ -mm'^Bmiz h t'-To ^ - mm'^mmtz h ^-tm 

%Bfl{C:fel»T{i. PBSCT ( * 4^ ifil f?= US 10 ^(t ) © T 7 x U - •> 

i]a^(Dm t LX. 7k. w-^^fil. 

'J b' ^ ;l/ T -'I' 3 - . ij t' j:^ h° a ij K > , :^ ^1/ -"tf 4- •> h' Jl 
U T - , -i-x + •> y f - yUr yl/ CJ - X :^ h U "l? A , ^i? U T 'J .'U 

i ^ ;Hr yt/ P - X . + if > > 77" A . T f T 3 A , t/ -if > . -if 

y =f- > . MX. ^ ^) -t V > . y □ h° U > r U 3 - yl/ , rf. <) JL^ i- 
> r U n - ;U , 7 -tr i; > . ^ 7 ^ > , X X T U yl/ T ;U 3 - ;U , X 
X T V > ®e s t h JlQ ?t T yU 3^ i > ( HSA ) . -7 >- h -Jl. V yU f 
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i>o ^^m-wmm (MM) .mttB u >y<i±&Mm (b-al 

L ) . -tSttB >^<^&Mm (B-CLL ) . pre-B U >^<m. Burkit 

t u >/<B. mm^') >^<m. mai^^m > ^<m.. ^>'*^ttu>^^' 
ffi. ,tittT >^<&&iS[Lm (T-ALL ) . ifiiT u >^<eejfii^ (t- 

CLL ) . ^AT^ifflSSSifll^ (ATL ) , #ATL ^mi^T ') > ^<m. (PN 

mmm 

ztiih mmm ^ n t o ^i: t^o 
MMM- ADC c rSftcDSij^ 

ADCC (Antibody-dependent Cellular Cytotoxicity) rS^<DM\^ 
{^Current protocols in Immunology, Chapter 7. Immunologic st 
udies in humans. Editor. John B, Coligan et al., John Wiley 
& Sons. Inc., 19930 ITS' ^ {C fife o o " ' 

1. j^y :r: ^ -m^(Dmm 

*ffiito*5 ct a'#SS(m»OPBS(-)^*a^. Ficoli (Pharmacia ^tU 
) -Conrey (^ — SSfHttS!) ( itfi 1. 077) fC L . 400 g-^305> 

FaiiS'DLfco mmnm^^mL. io% ^m^^Mm (witaker 
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) ^#t;RPMI1640 (Sigma ttS!!) Tr2I5]^/^it. *fflllS*IL-2 (Genz 
yme ttS!) 500 U/mU IL-10 (Genzymeit^; 20ng/nil. lL-12 (R 
& DttSSD 20ng/inl. IL-lBCGenzyme 20ng/inl X {iM-CSF( i 

KU+^ttM) 5000U /ml^i^Jn L * -S IMiM^Jn (^ift©^) T 

5 X 10* /ml (r /a €. J; 9 (cp^ L fco 

2. ^wfflfa®i^sa 

t h ■nUmmi^WRPUl 8226 CATCC CCL 155)^0. ImCiO-'Cr-sod 
ium chrom^tet t i>lZlO% ^ -y^i^jSHi^ (Witaker aSI) <&^t;RP 
MI 1640 (Sigma ?±S!) 4J-c?37'1C {CT60^?- -ry + jL-^-h-T-S^tir 
J: '9 JJcMtt^iS L /Co »CJ|*tt^lS|CDm. JfflSS^Hanks balanced sal 
t solution (HBSS) "eSIai^Jfe^Ls 2 x IQ'^ y nUzmM L tz ^ 

3. ADCCT y-tr-r 

96'!7iyl/U/Sru - h (Corning ^±S!i) icS^^frt'{4:^iSL/c2 xlO 

fz 1 g XmlcD t h M^tJaHMl. 24Sti*:. *)^l^(i=3> hD-;Ut h 
IgGl (Serotec ^±m.) 50 I^JDX.. 4 °C T: 1 55> Pa^ S ;G $ -It o 

5X10^ /mlOJ^^i^:?^- nilgai 00 I ^)jaA.. 
K#x^SSF*iT= 4 NrPa^^S L/co -ecogg. j:^ 7 x - SB US (E 

) tmmmm (t) ®it (e :T) ^50 : i tLtz^ 

100 jtz 1 (D±m^ tK). if 'y > ^- (ARC361. Aloka ^IM' 

S'J^ffl (C {i 1 %NP-40 (BRLttSlJ) ^ffll.^/co MISfiSiStt (%) « 

( A - C ) /' ( B - C ) :■ 100 T- it » L /I o A {± ia ^ ife T 

i5l^TiSg|$ tl/cS^ttjgtt (cpm). B(iNP-40 (C J: ^5 ^KSi $ tl 5J( 

*f?gtt (cpm)fc =t cf- c {iin;{4^^#it^"^a?g©;^*.-es^$nfzSJtl^ 

Stt (cpm)^^f o 
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G T « (i i ^ i" *ffl S ^ ^ ^t: $ o ® !C L T . t bmit 
iiHMl. 24in;#:(±RPMI8226*ffl)}M(cSt LT*ffl)iSri#?gtt^^L;^c (EI2 
) . 

%*SS)o-€-::«rlL-2, IL-IO, IL-12*5l,WiIL-15^j^ 
2 ) o 

y * 7 i h'v^m'^(DT y s. \y - iy :^ L tzm'^^mi' tzm-^^ ± 
IE |p| ^ tr . 3 > h a - ;H gG T {i (5 t A. i- ^ #a ^ * ^£ 14 ^ ^ ^ ^j: 
o^cCDfCi^L. h h M^bttHMl. 24$Li*{iRPM18226*ffl)ia{Ci^ LTfflUa 

mmm^'^TT; L tz cms) <> t l *< ^> . -eoygttiifi^AfD* 

^.t «3 fcgl*^ o (.25%^m) o ■e^irlL-2, IL- 10* a CWi IL 
- 12=5: mim-ti C i T t KM-fklitHMl. 24ijt ® ^ flS ^ * g +4 If §i 
$ n fc ( EI 3 ) o 

©®«$Bi!S{ci>r-r s . t b m^tin.iim:24in.wiz ^ ^mmmmmma 
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L/c*< o T^feS^tlOfiT L fc,Sl#{c*t LT(i. in vivo . ex v 
ivo T- t h M^btaHMl. 245i{*OJ9:^K^ fc. BRM f C i ic J; 

.ll#fc5tLTfc. in vivo . ex vivo T h h S trt HMi . 2451 ^ © tS: 
^i^jc. BRM ^#ffl^SCi(cJ;0$'^>(ctn:®«»!;m^±ij-'^-i 

##^J 1. v:? XtnCHMl. 24^ y ^ p -:^;l/jn:i^^^/N^ U K- 

Goto. T. et al.. Blood (1994) 84. 1992-1930 ic tetio ic 

T, -7 ^ xtn.nm.2i^ y ^ a - i- juifiW^^^^ ^ y V K-^^Pi!! 
t h ^igtt#fis.ii#'S-«ss*©sjKjffl9a^KPc-32 cixio^ 

(Goto. T. et al., Jpn. J. Clin. Hematol. (1 1991 ) 32. 1400) 
^BALB/C^'t7X (5^ -f -yl/X U /<-Sl!) ©Kj^rttcB ilPB^*J^{c2 
0^14 L /Co 

"j? x^M^f -SS B M -7 -i; xotit#:^^ffi ^ $ ic±# 
$ -ti: 5 /-c J6 (C s 1.5 X 10= m<DKPC-32^^ ^ X(Di»miHt^&m Lfz 
(Goto. T. et al., Tokushima J. Exp. Med. (1990) 37, 89 ) o 
vt7 X^g^ L fc^{r»ISS<SrJS&ai Groth, de St. & Schreidegg 
er©:^^ (Cancer Research (1981) 41. 3465 ) ic I ^ M Hd L /rlW 

KPC-32^ffl t-^ /cCell ELISA (Posner. M. R. et al. . J. Immunol 
. Methods (1982) 48. 23 ) ir J: 19 -'n ^ ^ 'j K - v i# ft ± ^ 4^ cD K 
i^(D X ^ U - - y tZo 5 X 10^ ii©KPC-32^50 ml ©PBS 

izmmL. ^^-K-fl^- Y (U |gM> Corning. IwakiS!) {r5^i^L37 
"C-e — Bfe®^ L fco IXt? ■>lfll?»T>'l/r i > (BSA ) ^^t;PBS 
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V'i;XlgG ^^¥^0^ (Zymed SI!) ^SC^$■t±. z}fe?^?*^ia !C T 30^ 
rSo-y ~ > i^T i >mM^il^ (Sumi tomo Bakel i te ^S^C 

2N5ftKf SJt^^^± $ ELISA reader (Bio-Rad m) •?492nin 
i; *5 it S IK 7t ^ aij S L . b h a ^ ^) xztii- ^ifii^^m 

^ EL ISA ICX 7. ') - — > ^ LtZo H^icD/N-r^'J K-v^:SltRL 

Sfc{ciMiR$ n/i/N-r r u k- v p - >^ - s n - ^-ft: l . 

^T'U >Ma L BALB/Cv-i; XCDlSlgJca *f LT. l»7i<.^IK?i 

L fzo 

>A T7-f^7^-^^'D^h^*5"7^— ^-y h (Ampure PA s Amersh 
amSi!) J: V 9 X/ItK J: 0 «SS! L /Co «!$i!M:{*(±. Quick Tag FI 

FITC:^ia L /;:o 

^l'tn:^*:*<KPC-32fc cJ: O'RPMI 8226 iRj«5L/Co r!' P - - > r © fit. " 

p — :^;^in:^^:T•*o7'co ::ni?>®3 o©i?p — >©o-s. St>"7P 

-if ^ by h U - 5}-*ff {^^ffl-e* 0 . *^^RPMI 8226 {C^Tf-S CDC 
?gtt^W-r ^ y "J K-v i7 p - >:$-ii^ HMl. 24t SftJJ-Tt 



2 9 



wo 99/18997 PCT/JP98/04645 

0 co^N'f':/'; V - ^7!)<m^i- ^ y 9 a - -r ju^t^(D y ^ ^ 

-9- r 7 7. # M W it ^ X -t? -9- 4^ ia i*: (Zymed ^fflO/cEL 
ISA {rr^^L^Co fiiHMl. 24tr[^{ix IgG2a /c O -9- ^ 5 X ^ W L 
Tl^T^o trtHMl. 24taft:^^^-r S ^^ 7' U K-vHM1.24!i. X^S 

m^^^T-^uMm^pj^ i^mm-D < limMi rsi #3 -t) !c. 

¥)S7 f?^9 ^14H {CFERM BP-5233i LTT'^^X l-^*^J(cSo§S 

^ It $ n o 

#%tFIJ2. fc H M-fbfitHMl. 246T:^cDf^Sil 

t hS{btT;HM1.24ti:^!*:^B|IS^#rFtiiil'^ga#^W0 98-14580 {CIS 

m^mi TfpSU $ n/c/N r U K- vHMI. 24;^^^. #a!Zj;«9^ 
RNA ^mS! L /Co Ctl^K) :^in.m ^I^^ ^ - K -T -5 cDNA^&.+t 
i; y ^ -4fii|§Srv (PCR ) ^fccfc 0^5' -RACE ^ (c J: 0 . if 

mii'&k^mm. (cdr ) ^^sl/co 

't' XiftHMl. 24$t;<*L |g*Jj:C>'H igOV ^ - K-T-ScDNA^" 

HEF -izmALtZo ttz. St h M taHMl. 24St<* ^ t" 

-S^fefc. CDR ^^fiiSiC cfc «9 ^ "^^ XtitHMl. 24ia<*©V M^SCDR 
htKP^^^mLfZo t ^^n:^^:OL laiLXh hiai^REI CD I M^ffl 
l-^^ tbi;t^H||iLT7U-A'7-i'^Ii^ (FR) 1-3 (Col,^T(i 
t htai^HGS OFRl-3 ^ffll^FR4 ^co^,^T{it h5ti*:JH6 ©FR4 ^ 
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©il{5^^iiifL!li«Blia-ell^$-ti-^fca6ic. HEF K^^-;-. 
©iie^^SU ^ iC#A L . t h M-fbiaHMl. 24K^*CDL II * Ji H M 

WISH--05tIi*g^?gttfc ct Cell ELISAfCTPi'^ 

i^^Stt^W L . ^ ih ic \f ^ ^ > 'y XtaHMl. 24tti*:<&ffl 1-^ *t 

^ / V ifCMl.2itfLW(Dl mis J:.Zfn m^^tsr ^ :^ i 
W-t- tiv ^ Escherichia coli DH5a ( pUC19-l. 24L-gii) 
*J J; O' Escherichia coli DH5a (pUC19 1. 24H- g r 1) i L T . X 

(C> ¥^8 ( 1996) ^8 ^29BJc:. ^ ^ FEM BP-5646fc J; C>' FE 
RM BP-5644i L X y ^ x h ikm i^M-D ^ m^WR ^ tl tz o 

ttz. h hM-ffc^HMl. 2mi^(Dl ma. a >fc J; CKH m r /< 

-•:^3V^^t;y^Xi K^W-r'5:*:J»S{i. Escherichia -co 
li DH5a (pUC19-RVLa-AHM-gk ) J: Ch* Escheri chia coli DH5 a ( 
pUC19-RVHr-AHM- grl) iLT. XM^Wi^^^ Jl^Jim^mm 
5£§T i^^m-:) < IffUMl Tgl #3 ^) (c. ^fijc8 (1996) ^8 
;^29B !C. PERM BP-5645fc J; O' PERM BP-5643 i L T ^' ^ X H 

^If^lzm-cS ^mm^M:^ tltZo t i>Mikin:HM1.24tt^*:OH Ms 

3 >^^tr7*5 X i ^^'n:kmmit. Escherichia coli DH5 
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a (pUC19-RVHs-AHM- grl) iLT. XHS^RI^^^X^Xllfi^ 

mm^m < ji'mmi rgi #3 ^) ^ggg (1997) 

^9 ^ 29B (C, PERM BP-6127i LTT'^^X h^*^tcSo^SI^^ 

ft ^ tl o 

#%^13. HM1.24!iiJl S a gcDNACD P - - > r 
1 . cDNA 5'1':/5'J-OfFSij 

1 ) ^RNA OPS!! 

-7^ XtrLHM1.24it{*i*<#S6tj{C^.ia-r-5.HMl. 24tt/lSaK^ 3 - 

-r^i^^-S. t h^liltt#ffi[l!liHBBattKPMM2 *^ . ^RNA ^Chirgw 
in^> (Biochemistry. 18, 5294 ( 1979) ) O^itiKVt xmUL fz 
o :b . 2. 2 X I0» j@ (DKFMM2 ^ 20 mi «4 M ^ T — -J > ^ -^i- 

.i-^ t t> - h ^ 3§ W * O 5. 3 M ^ >fh -fe ^ A ^ S t*: «^ K ® L 
. 2^ ic d n^Becitman SW40 d - - i+J 31, OOOrpm (c T 20°C 24^ 
Pa^S^ll^^lit-r ^. C i {C J; 0 RNA -ti-fco RNA itWi^^lO %^ 

J - )\^\Z^K>mi1^L. ^LX\ DiM EDTA S.O'0.5 SDS ^^^frt" 
510 mM Tris-HCl (pH7.4 ) 300 n \ ^\zmi^L. tl td Pronase 
(BoeliringerM) ^0.5 mg/ml i ns: J: -p iC^jD L /c^x 37r{rT 

Tjl&tbL> RNA ^ J - JV-Qitm.-^ ^fz. '^\Z^ RNA i±jj?^tl4liD 
M EDTA^^W^ -5, 10 mM Tris-HCl (pH7. 4 ) 200 u\ izmmttzo 

2 ) poIy(A) +RNA <DmM 

ByiS© J; o (c LTi^SS! L /c:^RNA cD*tj500 >tz g ^ if;t )^ i L T Fas t 
Traclt 2.0 mRNA Isolation Kit ( Invi trogenSi ) ^ffll^T4^-y h 
mH<D*&:^izVt'oX poly(A) + RNA ^ffiSILfCo 

3 ) CDNA5 y 5 u -(omm 
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±IB poly(A) -r RNA 10 u g ^^Ut L TcDNA^fijc+ •/ h TimeSave 
r cDNA Synthesis Kit (Pharmacia M) ^ffll-'T+ y h^it<Dml^ 
{z'iit^X — :^m cDNA ^^jjjcL. g D i rec t i ona 1 Cloning Toolbo 
X (Pharmacia M) ^ffli->T+-y hHm(D EcoR 1 T y 7° ^ - ^ + -y 
h;^{^®to:^i::i£oTii^L/co EcoRl ryri^-w^o-r^^-i/s 

>&v^mmmm Noti mmii^y \-mn(Dm:^i^'i)^r>xn -o tzo w. 

(C. ^ 500 bp &,±(D:K^ ^ <DT ^Zf -iiUa — ^^m cDNA ^1.5 
X i£Bk,^7 D - X y ;U (Sigma <£:fflUT^Si. «fS!!L. 
^ -nim-^m cDNA *^ 40 // 1 ^tf/-Co 

C © J: -5 {C L TfFSa L T y 7* ^ -#j!in - sfcii cDNA & >{)^ 
C 26 $ij pg as Id EcoRIs Hot\:&.z/T jvij >} y ^ xy 7 li' - (^?aii 
SH) i!iSL7t pCOSl^ ^' - i T4 DNA U t^' - -tr" (GiBCO-BRL ^) 
^ffll^Tj^^L. CDNA5 ^ :/ ^ y - ^fil^ L /Co L cDNA ^ 

;^f^B*ffllSi^ DH5a (GIBCO-BRL S5!) fCff^K^A$ 
X(±*^ 2.5 X 10'fi<D3ijt L D - -5 ifi 

^^ntzo 7*5 X= KpCOSl {±. a: ^ ^ _HEF-PMh-g r 

1 (aig#fFttJ^i:jPjB#-^W092-19759#JiS) ;S-EcoRI S. y«' Sma 1 7^ 
f S C i {C J; «? $ DNA ^ B'J L > EcoR I -Not I -BamH I Adapt 
or (SSitS?) ^aifgt--5 C i {C J; «^ L fco 

2. it^lgMSJr ck S D > 

1 ) COS-7 ffll}S'^.Oh'5>X7x^'i^3> 

±IB©JgK^ A L 5 x 10' u - > ^ 50 //g/ml©T 
> fc: ^ 'j > ^# 2-YT igflfe (Molecular Cloning: A Laboratory 
Mannual. Sambrook . Cold Spring Harbor Laboratory Press ( 
1989) ) izx^m-t 6 Z. t iZJa to cDNA ©it iti <^ It . T Jlij 0 rti 
(Molecular Cloning: A Laboratory Mannual. Sambrook > Cold 
Spring Harbor Laboratory Press ( 1989) ) !C J: <9 ® ^ 
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K DNA^-IsliR L /Co '^i,nfz-f^Xi K DNAfiGene Pulser 
(Bio-Rad SS) ^ffl(.^TJ^Ui'hD;f^L/-->3>?i{-<t'9 COS 

$!l L /c >^ 5 X i K DNA 10 g ^ 1 x 1 0 ' ffl Sa / ml 
PBS*(CSg®L/c C0S-7*fflBafS 0. Sml !C An x. . 1500 V, 25// FD® 

h o .-fs u- ■> 3 >ifia$ ntzmu^t. lo «4^fl^j^itiiys (gibco-brl 

M) ^^tsMimmm (GIBCO-BRL M) iCT. 37lC. 5 XC02©^^!f^ 

T-e 3 B m^m L /-Co 

2 ) y< > — > ^ "J iy zi. (Dml^ 

■? ^ XiaHMl. 24in:(*^ 3-5"^ >^^L/::^^°>->rT''r y ■>^^ 
. B. Seed i> (Proc. Natl. Acad. Sci. USA. 84. 3365-3369 (198 
7)) 'DyjSilZ'ift'oXmmLtz. -tUt^^. v xSlHMI. 24ia^*^10 
X^ g/ml (C /j: ^ J: -p iC 50 mM TrIs-HCl (pH9.5 ) izlm^tzo C CD J: 
o Lxm^Ltztfii^mms ml^aSGO mm © ia St ^ « HH (r Jo . 
^&IZX2 mm ^ > ^ J. ^ - h L tz o 0. 15 M NaCl ^gf^iCTS HiJfe 
?^t/::^. 5%i^i^}^itD.m. 1 mM EDTA . 0.02 SiNaNa ^ # t; PBS ^Jn 

3 ) cDNA-5 'f'y-5U— £Di'D-.^>^^ 

Mi^© ct 9fCh7>'X7x^'hLfc C0S-7S1SS ti. 5 mM EDTA ^ 
#t;PBS {CT|Hi*<L. 5X4^S&milQ?t^^t;PBS -U-m^^ Ltzm.' 
^ 1 X lO'^HaXml i ^ J; 9 {CSX-^I^S^Jllfil^R D-'O. 02!^ NaN,^^ 
t; PBS izmML. ± la © J: 9 1^ L ^ > r -f •> ^ !:: X. 

. ^-^izx^ 2?^?S ^ > ^ ^ ^ - h L fZo 5 4^SSi/^lfll;«S.C>'0.02 

J(NaN3^#t;PBS T 3 L /■c^^ 0. 6i<SDS SO'IO mM 

EDTA^#t;?g?S^ffl l^T^< >^ > ^ > ^ *g ^ L /c «H SS 7" 
5X= K DNAOlHlJR^iT o jt o 
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Oj:-5fcy^X$ KDNA ^lt*i^, T Jlti mzxmi\^LtZo lalJtX 
L/C 7"^ X $ K DNA<& COS-T^HatC U^:' hP^U-i^3>}4{Cj: 

^Xi KDNA ^$lJPSSf^ EcoRI =t O'No t 1 T -ft L J§ ^ . ifJ^ 0. 9 

^^X= KDNA (D~^'^mnmALtz±mm'S:50ug/ial<DT y if 

--J:<9 7'5X~ KDNA ^HiRLfCo $ij PS » 5!l EcoR I fcJ;?>'NotIic 
T^S-fbL. -< > - h <D-*r ^ Xi)<^ 0. 9 kbp^-zT^-r D - >p3. 19 

^ D — > {Col^Tti. PRISM, Dye Terminater Cycle Sequenci 
ng^ -y H (PerkinBlmer ^ffl(<^T. 4=- -y h © ic i*£ t.^ S 

JO'S-It*'^. ABl 373A DNA Sequencer (Perkin Elmer^) iCTi^^K 

mm 

*TS : B^mtKmrn-^ < {fm* i ts i - s 
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^^^i^d) & TT. : Escherichia coli DH5 a (PRS38-pUC19) 
^rE#-^ : PERM BP-4434 
B : 1993^10^ 5 B 



^re*^ : PERM BP-5233 

^re a : 1995^ 4 ^ 27a 

(3) ^ Tfs : Escherichia coli DH5 a (pUCl 9-RVHr-AHM-g 

r 1) 

: PERM BP-5643 
mstB : 1996^ 8 ^ 29B 

(4) ^ :^ : Escherichia col i DH5a (pUC19-l. 24H-g r 1) 
^ftS-^ : PERM BP-5644 

^st B : 1996^ 8 ^ 29B 

(5) S ^ : Escherichia coli DH5 a (pUC19-RVLa-AHM-g 

K ) 

^b£#^ : PERM BP-5645 
^it a : 1996:^ 8 ^ 29B 

(6) ^ ^ : Escherichia coli DH5 a (pUC19-l. 24L-g /c ) 

: PERM BP-5646 
B : 1996^ 8 ^ 29B 

(7) S ^ : Escherichia coli DH5 a (pUC19-RVHs-AHM-g' 

r 1) 

^re#-^ : PERM BP-6127 
B : 1997:^ 9 ^ 29B 



(2) 



7j\ : Mouse-mouse hybridoma HMl. 24 
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ae^fj : 1 

E^'JCDft $ : 1013 
^y^lcomm : cDNA 

GAATTCGGCA CGAGGGATCT GG ATG GCA TCT ACT TCG TAT GAC TAT TGC 49 

Met Ala Ser Thr Ser Tyr Asp Tyr Cys 
1 5 

AGA GTG CCC ATG GAA GAC CGG GAT AAG CGC TGT AAG CTT CTG CTG GGG 97 
Arg Val Pro Met Glu Asp Gly Asp Lys Arg Cys Lys Leu Leu Leu Gly 
10 15 20 25 

ATA GGA ATT CTG GTG CTC CTG ATC ATC GTG ATT CTG GGG GTG CCC TTG 145 
He Gly lie Leu Val Leu Leu He He Val He Leu Gly Val Pro Leu 

30 35 40 

ATT ATC TTC ACC ATC AAG GCC AAC AGC GAG GCC TGC CGG GAC GGC CTT 193 
He He Phe Thr He Lys Ala Asn Ser Glu Ala Cys Arg Asp Gly Leu 

45 50 55 

CGG GCA GTG ATG GAG TGT CGC AAT GTC ACC CAT CTC CTG CAA CAA GAG 241 " 
Arg Ala Val Met Glu Cys Arg Asn Val Thr His Leu Leu Gin Gin Glu 

60 65 70 

CTG ACC GAG GCC CAG AAG GGC TTT CAG GAT GTG GAG GCC CAG GCC GCC 289 
Leu Thr Glu Ala Gin Lys Gly Phe Gin Asp Val Glu Ala Gin Ala Ala 
75 80 85 
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ACC TGC AAC CAC ACT GTG ATG GCC CTA ATG GCT TCC CTG CAT GCA GAG 337 
Thr Cys Asn His Thr Val Met Ala Leu Met Ala Ser Leu Asp Ala Glu 
90 95 100 105 

AAG GCC CAA GGA CAA AAG AAA GTG GAG GAG CH GAG GGA GAG ATC ACT 385 
Lys Ala Gin Gly Gin Lys Lys Val Glu Glu Leu Glu Gly Glu He Thr 

110 115 120 

ACA TTA AAC CAT AAG CTT CAG GAC GCG TCT GCA GAG GTG GAG CGA CTG 433 
Thr Leu Asn His Lys Leu Gin Asp Ala Ser Ala Glu Val Glu Arg Leu 

125 130 135 

AGA AGA GAA AAC CAG GTC TTA AGC GTG AGA ATC GCG GAC AAG AAG TAC 481 
Arg Arg Glu Asn Gin Val Leu Ser Val Arg lie Ala Asp Lys Lys Tyr 

140 145 150 

TAC CCC AGC TCC CAG GAC TCC AGC TCC GCT GCG GCG CCC CAG CTG CTG 529 
Tyr Pro Ser Ser Gin Asp Ser Ser Ser Ala Ala Ala Pro Gin Leu Leu 

155 160 165 

ATT GTG CTG CTG GGC CTC AGC GCT CTG CTG CAG TGA GATCCCAGGA 575 
lie Val Leu Leu Gly Leu Ser Ala Leu Leu Gin 
170 175 180 

AGCTGGCACA TCnGGAAGG TCCGTCCTGC TCGGCTTTTC GCHGAACAT TCCCTTGATC 635 
TCATCAGTTC TGAGCGGGTC ATGGGGCAAC ACGGHAGCG GGGAGAGCAC GGGGTAGCCG 695 
GAGAAGGGCC TCTGGAGCAG GTCTGGAGGG GCCATGGGGC AGTCCTGGGT GTGGGGACAC 755 
AGTCGGGTTG ACCCAGGGCT GTCTCCCTCC AGAGCCTCCC TCCGGACAAT GAGTCCCCCC 815 
TCTTGTCTCC CACCCTGAGA TTGGGCATGG GGTGCGGTGT GGGGGGCATG TGCTGCCTGT 875 
TGmTGGGT TTTTTnGCG GGGGGGGHG CTTTTTTCTG GGGTCTTTGA GCTCCAAAAA 935 
AATAAACACT TCCTTTGAGG GAGAGCACAC CHAAAAAAA AAAAAAAAAA AAAAAAAAAA 995 
AAAAHCGGG CGGCCGCC 1013 
ffi^'J : 2 
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Be?'JOfi$ : 3 7 9 

BE^iJOSilS : c D N A 

ATG GGA TGG ACC TGT ATC ATC CTC TCC TTG GTA GCA ACA GCT ACA GGT 48 
Met Gly Trp Ser Cys He He Leu Ser Leu Val Ala Thr Ala Thr Gly 

-15 -10 -5 

GTC CAC TCC GAG ATC CAG ATG ACC CAG AGC CCA AGC AGC CTG AGC GCC 96 
Val His Ser Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala 

-11 5 10 

AGC GTG GGT GAC AGA GTG ACC ATC ACC TGT AAG GCT AGT CAG GAT GTG 144 
Ser Val Gly Asp Are Val Thr He Thr Cys Lys Ala Ser Gin Asp Val 

15 20 25 

AAT ACT GCT GTA GCC TGG TAC CAG CAG AAG CCA GGA AAG GCT CCA AAG 192 
Asn Thr Ala Val Ala Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys 
30 35 40 45 

CTG CTG ATC TAC TCG GCA TCC AAC CGG TAC ACT GGT GTG CCA AGC AGA 240 
Leu Leu lie Tyr Ser Ala Ser Asn Arg Tyr Thr Gly Val Pro Ser Arg 

50 55 60 

nC AGC GGT AGC GGT AGC GGT ACC GAC TIC ACC HC ACC ATC AGC AGC 288 " 
Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr He Ser Ser 

65 70 75 

CTC CAG CCA GAG GAC ATC GCT ACC TAC TAC TCC CAC CAA CAT TAT AGT 336 
Leu Gin Pro Glu Asp He Ala Thr Tyr Tyr Cys Gin Gin His Tyr Ser 
80 85 90 
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ACT CCA TTC ACG TIC GGC CAA GCG ACC AAG GTG GAA ATC AAA C 379 
Thr Pro Phe Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
95 100 105 

: 3 

K^JCDS$ : 4 1 8 

ie^ijcDS : mm 

Be?'J0«li : c D N A 

ATG GAG TGG ACC TGG AGG GTC TTC HC TTG CTG GCT GTA GCT CCA GGT 48 
Met Asp Trp Thr Trp Arg Val Phe Phe Leu Leu Ala Val Ala Pro Gly 

-15 -10 -5 

GCT CAC TCC CAG GTG CAG CTG GTC CAG TCT GGG GCT GAG GTG AAG AAG 96 
Ala His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

OCT GGG GCC TCA GTG AAG GH TCC TGC AAG GCA TCT GGA TAC ACC TTC 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT CCC TAC TGG ATG CAG TGG GTG CGA CAG GCC CCT GGA CAA GGG CTT 192 
Thr Pro Tyr Trp Met Gin Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

GAG TGG ATG GGA TCT ATT TTT CCT GGA GAT GGT GAT ACT AGG TAC AGT 240 
Glu Trp Met Gly Ser lie Phe Pro Gly Asp Gly Asp Thr Arg Tyr Ser 

50 55 60 

CAG AAG TTC AAG GGC AGA GTC ACC ATG ACC GCA GAC AAG TCC ACG AGC 288 
Gin Lys Phe Lys Gly Arg Val Thr Met Thr Ala Asp Lys Ser Thr Ser 
65 70 75 

4 0 
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ACA GCC TAC ATG GAG CTG AGC AGC CTG AGA TCT GAG GAC ACG GCC GTG 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

TAT TAC TGT GCG AGA GGA HA CGA CGA GGG GGG TAC TAC TTT GAC TAC 384 
Tyr Tyr Cys Ala Arg Gly Leu Arg Arg Gly Gly Tyr Tyr Phe Asp Tyr 

95 100 105 

TGG GGG CAA GGG ACC ACG GTC ACC GTC TCC TCA G 418 
Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 
110 115 120 

Se^^'J : 4 

BS9»JOft$ : 4 1 8 

h ;f. n >>* : W.m^ 
W.m(Dmm : c D N A 

ATG GAC TGG ACC TGG AGG GTC TTC TTC TTG CTG GCT GTA GCT CCA GGT 48 
Met Asp Trp Thr Trp Arg Val Phe Phe Leu Leu Ala Val Ala Pro Gly 

-15 -10 -5 

GCT CAC TCC CAG GTG CAG CTG GTG CAG TCT GGG GCT GAG GTG AAG AAG 96 
Ala His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

CCT GGG GCC TCA GTG AAG GTT TCC TGC AAG GCA TCT GGA TAC ACC TTC 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

ACT CCC TAC TGG ATG CAG TGG GTG CGA CAG GCC CCT GGA CAA GGG CH 192 
Thr Pro Tyr Trp Met Gin Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

4 1 
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GAG TGG ATG GGA TCT ATT TTT CCT GGA GAT GCT GAT ACT AGG TAG ACT 240 
Glu Trp Met Gly Ser He Phe Pro Gly Asp Gly Asp Thr Arg Tyr Ser 

50 55 60 

CAG AAG TTC AAG GGC AGA GTC ACQ ATC ACC GCA GAC AAG TOO ACG AGC 288 
Gin Lys Phe Lys Gly Arg Val Thr lie Thr Ala Asp Lys Ser Thr Ser 

65 70 75 

ACA GCC TAG ATG GAG CTG AGC AGC CTG AGA TCT GAG GAC ACG GCC GTG 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

TAT TAG TGT GCG AGA GGA TTA GGA CGA GGG GGG TAC TAC HT GAC TAC 384 
Tyr Tyr Cys Ala Arg Gly Leu Arg Arg Gly Gly Tyr Tyr Phe Asp Tyr 

95 100 105 

TGG GGG CAA GGG ACC ACG GTC ACC GTC TCC TCA G 418 
Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 
110 115 120 
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13. ^i**< t h M^kiJtHMi. 24t;t{*:T* s . \ 0 ;iie«ofp 

14. ijLi^i<tn.Ml.2iifLt^i<VS.mi- ?> ^ t" h - 7° i # S W ^ ^ 

a*rs 1 ~ 1 3 © i>^n*> I iKciHigof^fflif^^jo 

15. -< > 9 - y ^ a > ^ OK4 3 2. U >^ 
-r y ^ y sz.y ^ ^ y , 9 > . :?lyX^>. N-CWS. v 
i>/-;bsG-CSF. IL-2, IL-10. IL-12X(±I 

L-1 s-ei-s. it*JSi~i 4©(-^-rn*^iiiiciei!tofiFfflit^ 

16. fiT[«c*<. E /'Tii:*^' 5 0 ©Ifefij^TT- A D C C ?£t47!)< 2 5 %^ 

17. ADCCStt^Cr ( D A ) U V - X T y -tr -T fc J; 0 SiJ^ 

18. ex vivo -^^m^iXi). af5lciii~l 7©i>-r'n*^i^i«-i2 

*g O ffl It ^ o 
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SEQUENCE LISTING 
110' CHUGAl SEIYAKU KABUSHIKI KAISHA 

120' Enhancer for Action of Antibody to Lymphocytic Tumor 
s 

.130 • CGI-F886/PCT 
150 JP 09-280759 

JP 10-222024 
V 151 ' 1997-10-14 

1998-08-05 
160- 8 
•..210- 1 
<211 • 1013 
<212.' DNA 
<213- Human 
v400:^ 1 

gaattcggca cgagggatct gg atg gca tct act teg tat gac tat tgc 49 

Met Ala Ser Thr Ser Tyr Asp Tyr Cys 
1 5 

aga gtg ccc atg gaa gac ggg gat aag cgc tgt aag ctt ctg ctg ggg 97 
Arg Val Pro Met Glu Asp Gly Asp Lys Arg Cys Lys Leu Leu Leu Gly 

10 15 20 25 ■ " 

ata gga att ctg gtg etc ctg ate ate gtg att ctg ggg gtg ccc ttg 145 
lie Gly He Leu Val Leu Leu He He Val He Leu Gly Val Pro Leu 

30 35 40 

att ate tte aec ate aag gee aac age gag gee tge egg gae ggc ctt 193 
He He Phe Thr He Lys Ala Asn Ser Glu Ala Cys Arg Asp Gly Leu 
45 50 55 
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egg gca gtg atg gag tgt cgc aat gtc acc cat etc ctg caa caa gag 241 
Arg Ala Val Met Glu Cys Arg Asn Val Thr His Leu Leu Gin Gin Glu 

60 65 70 

ctg acc gag gcc cag aag ggc ttt cag gat gtg gag gcc cag gcc gcc 289 
Leu Thr Glu Ala Gin Lys Gly Phe Gin Asp Val Glu Ala Gin Ala Ala 

75 80 85 

acc tgc aac cac act gtg atg gcc eta atg get tec ctg gat gca gag 337 
Thr Cys Asn His Thr Val Met Ala Leu Met Ala Ser Leu Asp Ala Glu 
90 95 100 105 

aag gcc caa gga caa aag aaa gtg gag gag ctt gag gga gag ate act 385 
Lys Ala Gin Gly Gin Lys Lys Val Glu Glu Leu Glu Gly Glu lie Thr 

110 115 120 

aca tta aac cat aag ctt cag gac gcg tct gca gag gtg gag cga ctg 433 
Thr Leu Asn His Lys Leu Gin Asp Ala Ser Ala Glu Val Glu Arg Leu 

125 130 135 

aga aga gaa aac cag gtc tta age gtg aga ate gcg gac aag aag tac 481 
Arg Arg Glu Asn Gin Val Leu Ser Val Arg lie Ala Asp Lys Lys Tyr 

140 145 150 

tac ccc age tee cag gac tec age tec get gcg gcg ccc cag ctg ctg 529 
Tyr Pro Ser Ser Gin Asp Ser Ser Ser Ala Ala Ala Pro Gin Leu Leu 

155 160 165 

att gtg ctg ctg ggc etc age get ctg ctg cag tga gatcccagga 575 
lie Val Leu Leu Gly Leu Ser Ala Leu Leu Gin 
170 175 180 

agctggcaca tettggaagg tccgtcctgc tcggcttttc gcttgaacat tcccttgate 635 
teatcagttc tgagcgggtc atggggcaac acggttagcg gggagagcac ggggtagccg 695 
gagaagggce tetggagcag gtctggaggg gccatggggc agtcctgggt gtggggaeac 755 
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agtcgggttg acccagggct gtctccctcc agagcctccc tccggacaat gagtcccccc 815 
tcttgtctcc caccctgaga ttgggcatgg ggtgcggtgt ggggggcatg tgctgcctgt 875 
tgttatgggt tttttttgcg gggggggttg cttttttctg gggtctttga gctccaaaaa 935 
aataaacact tcctttgagg gagagcacac cttaaaaaaa aaaaaaaaaa aaaaaaaaaa 995 
aaaattcggg cggccgcc 1013 

•210- 2 
:211 379 

•212 DNA 

•213. Artificial Sequence 

220- H chain V region of humunized mause antibody 
•:223 • 
<400/ 2 

atg gga tgg age 

Met Cly Trp Ser 

gtc cac tec gac 
Val His Ser Asp 
-1 1 
age gtg ggt gac 
Ser Val Gly Asp 
15 

aat act get gta 
Asn Thr Ala Val 
30 

ctg ctg ate tac 
Leu Leu lie Tyr 
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tgt ate ate etc tee ttg gta gea aea get aca ggt 48 

Cys He lie Leu Ser Leu Val Ala Thr Ala Thr Gly 

-15 -10 -5 

ate cag atg acc cag age cea age age ctg age gee 96 

He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala 

5 10 
aga gtg acc ate acc tgt aag get agt cag gat gtg 144 
Arg Val Thr He Thr Cys Lys Ala Ser Gin Asp Val 

20 25 
gee tgg tac cag eag aag cea gga aag get cea aag 192 
Ala Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys 
35 40 45 

teg gca tec aac egg tac act ggt gtg cea age aga 240 
Ser Ala Ser Asn Arg Tyr Thr Gly Val Pro Ser Arg 
50 55 60 
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ttc age ggt age ggt age ggt ace gae ttc acc ttc ace ate age age 288 
Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr He Ser Ser 

65 70 75 

etc eag cca gag gac ate get acc tac tac tgc cag eaa cat tat agt 336 
Leu Gin Pro Glu Asp He Ala Thr Tyr Tyr Cys Gin Gin His Tyr Ser 

80 85 90 

act cca ttc acg ttc ggc caa ggg acc aag gtg gaa ate aaa c 379 
Thr Pro Phe Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 

95 100 105 

^:210> 3 
"211:' 418 
•212> DNA 

^213> Artificial Sequence 

<220> H chain V region of humunized mause antibody 

<223> 
<400> 3 

atg gac tgg acc tgg agg gtc ttc ttc ttg ctg get gta get cca ggt 48 
Met Asp Trp Thr Trp Arg Val Phe Phe Leu Leu Ala Val Ala Pro Gly 

-15 -10 -5 

get cac tee cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 96 
Ala His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

cct ggg gcc tea gtg aag gtt tec tgc aag gca tct gga tac acc ttc 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 
15 20 25 
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act ccc tac tgg atg cag tgg gtg cga cag gcc cct gga caa ggg ctt 192 
Thr Pro Tyr Trp Met Gin Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

gag tgg atg gga tct att ttt cct gga gat ggt gat act agg tac agt 240 
Glu Trp Met Gly Ser lie Phe Pro Gly Asp Gly Asp Thr Arg Tyr Ser 

50 55 60 

cag aag ttc aag ggc aga gtc acc atg acc gca gac aag tec acg age 288 
Gin Lys Phe Lys Gly Arg Val Thr Met Thr Ala Asp Lys Ser Thr Ser 

65 70 75 

aca gcc tac atg gag ctg age age ctg aga tct gag gac acg gcc gtg 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

tat tac tgt gcg aga gga tta cga cga ggg ggg tac tac ttt gac tac 384 
Tyr Tyr Cys Ala Arg Gly Leu Arg Arg Gly Gly Tyr Tyr Phe Asp Tyr 

95 100 105 

tgg ggg caa ggg acc acg gtc acc gtc tec tea g 418 
Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 



no 


115 


120 


<210> 


4 




<2ir' 


418 




<212> 


DNA 




•:213> 


Artificial Sequence 




v220> 


H ciiain V region of 


humun i zed 


<223> 






<400> 


4 
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atg gac tgg acc tgg agg gtc ttc ttc ttg ctg get gta get cca ggt 48 
Met Asp Trp Thr Trp Arg Val Phe Phe Leu Leu Ala Val Ala Pro Gly 

-15 -10 -5 

get cac tec eag gtg eag ctg gtg cag tet ggg get gag gtg aag aag 96 
Ala His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

cct ggg gee tea gtg aag gtt tee tge aag gca tet gga tae acc ttc 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

act cce tae tgg atg eag tgg gtg ega eag gee cct gga caa ggg ett 192 
Thr Pro Tyr Trp Met Gin Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

gag tgg atg gga tet att ttt cct gga gat ggt gat act agg tae agt 240 
Glu Trp Met Gly Ser He Phe Pro Gly Asp Gly Asp Thr Arg Tyr Ser 

50 55 60 

eag aag ttc aag gge aga gtc ace ate acc gca gac aag tee acg age 288 
Gin Lys Phe Lys Gly Arg Val Thr He Thr Ala Asp Lys Ser Thr Ser 

65 70 75 

aca gee tae atg gag ctg age age ctg aga let gag gac acg gee gtg 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

tat tae tgt gcg aga gga tta ega ega ggg ggg tae tae ttt gac tac 384 
Tyr Tyr Cys Ala Arg Gly Leu Arg Arg Gly Gly Tyr Tyr Phe Asp Tyr 

95 100 105 

tgg ggg caa ggg ace acg gtc acc gtc tec tea g 418 
Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 
110 115 120 
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:210 ■ 5 
'211' 180 
.212^ PRT 
•213. Human 
:400/ 5 

Met Ala Ser Thr Ser Tyr Asp Tyr Cys Arg Val Pro Met Glu Asp Gly 

15 10 15 

Asp Lys Arg Cys Lys Leu Leu Leu Gly He Gly lie Leu Val Leu Leu 

20 25 30 

He He Val He Leu Gly Val Pro Leu He He Phe Thr He Lys Ala 

35 40 45 

Asn Ser Glu Ala Cys Arg Asp Gly Leu Arg Ala Val Met Glu Cys Arg 

50 55 60 

Asn Val Thr His Leu Leu Gin Gin Glu Leu Thr Glu Ala Gin Lys Gly 
65 70 75 80 

Phe Gin Asp Val Glu Ala Gin Ala Ala Thr Cys Asn His Thr Val Met 

85 90 95 

Ala Leu Met Ala Ser Leu Asp Ala Glu Lys Ala Gin Gly Gin Lys Lys 

100 105 110 

Val Glu Glu Leu Glu Gly Glu He Thr Thr Leu Asn His Lys Leu Gin 

115 120 125 

Asp Ala Ser Ala Glu Val Glu Arg Leu Arg Arg Glu Asn Gin Val Leu 

130 135 140 

Ser Val Arg He Ala Asp Lys Lys Tyr Tyr Pro Ser Ser Gin Asp Ser 
145 150 155 160 

Ser Ser Ala Ala Ala Pro Gin Leu Leu He Val Leu Leu Gly Leu Ser 
165 170 175 
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Ala Leu Leu Gin 
180 

210> 6 
vZir- 226 
v212> TRP 

•:213> Artificial Sequence 

•:220/ H chain V region of humunized mause antibody 

<223> 
<400> 6 

Met Gly Trp Ser Cys He He Leu Ser Leu Val Ala Thr Ala Thr Gly 

-15 -10 -5 

Val His Ser Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala 

-11 5 10 

Ser Val Gly Asp Arg Val Thr He Thr Cys Lys Ala Ser Gin Asp Val 

15 20 25 

Asn Thr Ala Val Ala Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys 
30 35 40 45 

Leu Leu He Tyr Ser Ala Ser Asn Arg Tyr Thr Gly Val Pro Ser Arg 

50 55 60 

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr He Ser Ser 

65 70 75 

Leu Gin Pro Glu Asp He Ala Thr Tyr Tyr Cys Gin Gin His Tyr Ser 

80 85 90 

Thr Pro Phe Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 

95 100 105 

"'210> 7 
*211> 139 
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'.212> TRP 

•213/ Artificial Sequence 

220- H Chain V region of humunized mause antibody 
• 223' 
M00> 7 

Met Asp Trp Thr Trp Arg Val Phe Phe Leu Leu Ala Val Ala Pro Giy 

-15 -10 -5 

Ala His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

Thr Pro Tyr Trp Met Gin Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

Glu Trp Met Gly Ser lie Phe Pro Gly Asp Gly Asp Thr Arg Tyr Ser 

50 55 60 

Gin Lys Phe Lys Gly Arg Val Thr Met Thr Ala Asp Lys Ser Thr Ser 

65 70 75 

Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

Tyr Tyr Cys Ala Arg Gly Leu Arg Arg Gly Gly Tyr Tyr Phe Asp Tyr 

95 100 105 - ~ 

Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 
110 115 120 

<210> 8 
<211> 239 
<212> TRT 

<213> Artificial Sequence 
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:220> H Chain V region of humnnized mause antibody 

<223> 
<400> 8 

Met Asp Trp Thr Trp Arg Val Phe Phe Leu Leu Ala Val Ala Pro Gly 

-15 -10 -5 

Ala His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

-11 5 10 

Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe 

15 20 25 

Thr Pro Tyr Trp Met Gin Trp Val Arg Gin Ala Pro Gly Gin Gly Leu 
30 35 40 45 

Glu Trp Met Gly Ser He Phe Pro Gly Asp Gly Asp Thr Arg Tyr Ser 

50 55 60 

Gin Lys Phe Lys Gly Arg Val Thr lie Thr Ala Asp Lys Ser Thr Ser 

65 70 75 

Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 

80 85 90 

Tyr Tyr Cys Ala Arg Gly Leu Arg Arg Gly Gly Tyr Tyr Phe Asp Tyr 

95 100 105 

Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser 
110 115 120 
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